**Abstract**

**Background:** Major depressive disorder (MDD) disrupts functional networks in focal brain regions. Identifying a pretreatment marker would be aid in optimizing therapy.

**Methods:** 82 MDD patients and 50 healthy controls (HC) were recruited in this study and underwent a resting-state functional magnetic resonance imaging scan. Based on the thresholded partial correlation matrices of 58 specific brain regions, graph theory approach was applied to analysis the topological properties.

**Results:** Both responsed depression (RD) and unresponsed depression (URD) shown decreased normalized characteristic path length (λ) as compared to HC (P\<0.05). Importantly, when compared to HC, the nodal degrees of RD were reduced in left superior medial orbitofrontal gyrus and left anterior cingulate gyrus but increased in right Inferior orbitofrontal gyrus (all *P*\<0.017, FDR corrected). Moreover, the nodal degree in right dorsolateral prefrontal cortex (DLPFC) was significantly decreased in RD compared with URD (*P*\<0.017, FDR corrected). Receiver operating characteristic (ROC) curve analysis indicated that the area under curve (AUC) of nodal degree in right DLPFC was 0.658 \[95% confidence interval (CI): 0.64--0.78，*P*=0.014\], which could serve as a specific predictor to differentiate responsed patients from unresponsed patients.

**Conclusion:** The results extend the nascent understanding of exploring the\#8232; pretreatment neuroimaging predictors of early response to antidepressants therapies.
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